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(3*. R' . R* . R 4 *?<fct>*R 4 liH-*fcliJMe 2) 5- [4- (6-kHP#i/-2->^-7-^ 

«7^l«*3fettiSa7^3*S/^W€=AaS«:^ 3) 5- [4- (6-kKD*i/-2-i^-5, 

H*#«2] [flt$fll] IBfUD-fbl^K&^T, 4) 5- [4- (6-tKD^>-2WV^- 

R' *iiBM« : fcb<li^^^^?&l^S4^S?:W 5. 7,. 8 - h'^f^DW- 2-^ 

^feb<li^^aiKO^iiSl^S3^S:>fir1-S^7 5) 5- [4- (6-7th^>-2, 5. 7. 8 — r 

U ; R' b < fctthR h 5 * P v V- 2 - ^ h 3^7 i/ 

#fe*L*tf\K*«7;iSl m*WF*5£«K7S/->l' 6) 5- [4- (6-Xh#S/^l/7K=^**S/-2. 

S*/cliiMP« : &L<l±^^S«<3D^iS!t2 75S4^^ 5, 7, 8-fh7^fMDYV-2-^ /< 

;l/=^g&;^U ; R* *«zWRJR ; ?*>fettiSWS« ! feL<t± [ft*«6] [flbfeg 1 ] Ett©ft^«K*?V"»T. 

^^l«©^gSCl^S3^'S:*i--5®«i7^#>'l'^ ; & D 5- [4- (6-kHD^>-2, 5, 7, 8 — r 

[I9*«3] [M*3l 1 ] BttCDft^ttKSVT, 2) 5- [4- (6-tKn^i/-2-^^-7-^ 

r' &wmk*>h<\*ftmkvt<»mkWLi7b'g.4mitm 30 -«>+u-^^D7v-2-^b^) 

■*"*fi»7>l/^l« 1 fe^U ; R' sMfcaiK?**:!*** ^7VU^*>-2, 4 

Vt$>L<te&mii&(O0im&.17bm3®i:m-r?>®m.7 3) 5- [4- 

);^I/S£;*b ; R 1 &7Km%i?. T^JVm. 5, 7, 8-f h7^fMOY>-2-^h^» ^ 

'/;l'SSfettx Ki^^Jl'/K-M^^l/ ; R 4 i/V-JV] *TWi?l/-2. 4-S/#v. 

;l/=^g£;^l/ ; R ! jM#aUK?*fcfcHB«tttp b<fi [»#JfC7] [Bt^SI 1 ] fSScOfb^KaswC. 

^SSl«<Dj^^l^S3fil$:*i-5®^7^^$: D 5- [4- (6-th'D^>-2, 5, 7. 8 ~r 
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S&tfc5:#"5 (Lawson D.H. £>, Ann. Rev. Nutr., 2 
#, 277-301 H (1982^) ; Starin A.J., Invest. C 
ell. Pathol. , 2 #, 181-193H (1979^) ; Theolog 
ides A. , Cancer . 43 2004-2012 K (1979 

^)) . 

[0 0 0 3] *UT," ::ft&©±*lfi«e*a3fc#-5-« 
»9£ fiB5tt*UE^fcffi (aids) (zj:«lgft]m<»)& 20 

W^Oif^StTtf-S^^t-^CS (Dewys W.D. <b. Am. 

J. Med.. 69 491-497H (1980^ ) ; Dwyer J. 

T.. Cancer , 43 v 2077-2086H (1979^) ; Don 
aldson S.S. £?, Cancer , 43 #. 2036-2052H (197 
9^ )) . 

[ooo 4] '■ti-e, z.tih<DmMan<D&m*fT$i± 

*fcl±W*ny— «K««:fr^«®K*3&**e«*iT 30 

WftK©iSI?Hl*««i:UTjie)*lTV^V'» (Br 
enann M.P., Cancer Res. , 37^?, 2359-2364 H (1977 
; Young V.R., Cancer Res., 37#. 2336-2347 M 
(1979^ )) . 
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[0 0 0 6] tc^u. »«H©J*H£ov*TJ*HMr& 
09*tf. TNF (BftOBEH?) 

JHKt-B8^6 3i:*9M»**lTV^* (Warren R.S. 
Arch. Surg., 122 1396-1400 K (1987*£ ) ; Starn 
es H.F. J.Clin. Invest. . 82 1321-1325M 

(1988^£ )) . WMl-TNF atmttZtm 

JfllffittS/ s y * SBR fe jfi £ U U , J»©i»e 'MMSHWSI 

tlTV><& (Tracey K.J. *>«fcl>* Cerami A., Ann. Re 
v. Cell Biol.. 9#, 317-343H (1993£p ))■-. -f- U 

\,*2>Z £%X.btlX^& (Argiles J.M. 

<b, Med. Res. review, 12 637-652K (19924?) 

©<*& -T, TNF ©^^©^sWftftTOft *i* 
(Haung Z.B.tj. Chest. , 104 751-755H (1993 

# );Antinori A. £■>. Allegol . Immunopathol .Madr., 
20 #. 249-254 J€(1992 if) ) . t^t, JSJ&fC'K®. 

T^&bti&TNF<DM£.*Wfflrt'&Z£ x TNF.CDfS 

tfe*fific*j^*W^j*«:±lf*o*-e'«i:<i JMfc^Ji- 
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[0 0 13] R 1 *«Efi»7'>-«««:jSt«^'. tiLTi/ 

Jk 77 V M -IVZff-VM ^ZJ-OV, 

[0 0 14] R 1 tfSt§kft*misX^Tt,±^%mi7 

4- 75. Jtl/MM 3 -So< *)]/7 5 J ^ 
;k 2-;* ^5**>yy;k 3. 

g&tfriibT 17iS3^©^hD, 73 A 7)V*JV7 
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[0 0 15] R 1 *^£S»7^3^^;k-i<-;US?:^-t- 
*§£\ t£7)l'^*^'io)Vi$—JVmh\ J X\SMx.\Z* h=¥ 
S^U/K— /k xh#J/*M=^. 7u^i/itMfi 
-;k -fVT'D^^^V^-^k ^b^^Mw 
;k «*v^^tf*S/#JWfc=. JWDiS&il^tKfcb^i 
^*aH«ffljKiWBc27JS7fl. #»::«i27SS4fli. S 
laStr fix h 5>;fr/W«=yk * * If 5 £ £ 1 5. 
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<D«fc ? &£0H*t> b < li^^^cDj^^SS 1 71S Sfi. 
$ftgK(±i;}S4M SBiStrli^^k t-y^k *ft 

[0 0 17] *3mnm&Ha& ( I ) s^-rs-fb^ 
y±»£fi;ys». 7Ji>*?-><D&5%ffimk7s.; 
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[ooi8] &*>\ *^Bji«)Bfria-ia^: ( i ) *^-??> 

io tLPj^SoX^^tt^t^BJC-fb^/^-S'Sn 
[0 0 19] ^BJClulB-^ ( I ) *m-t&lb£ffll 

^mm.i 7bm.4m^-r?>mk7J^jmi:^ •, r' 

S3^i'&WrS^i7>'^V'S5:^b ; R 3 l&kmm 

^mm7-y)vm. &&fr*mu*^mm&.77b£.i 1 

® $r*i--5^SK7^kS*/cliil0^t b < 
20 JtfcD^igjgt 2 7bM4m*^-tZ4m7Jl'U*->*JU#— 
JVmt&ls ; R' Jia^JKt. b < 1 
^S4^%*-1-*igli»7>'mr>'ka'S:^U ; R* fcfakP&g 
?*fcl*a*tt*fe b < l±^«^^O^m?S 1 75M 3 fit 
*-t--5-(gSk7^>'l'S?:^-r. 
[0 0 2 0] #^HJ|<3DiirfB-fl93£ ( i ) tw-rs-fb^) 

&(Dl%m$<. 1 ^M4j@^^-rs®a7^>'kS?:^b ; 

r' u&mM?£Mi.mmkt, u < ji^em^©^^ 

1 7bM3m*&-tZ1BB.7JV3rJ\'m*iFl, ; R' iiJkM 
30 jg?, 7-b^kS. -^vy-f^uas^txh*^*^ 
r^USi^b ; R 4 l±a^«=fc L < <i^«^«©^& 
17iS4^@5:^-rs®ia7^>'kS ] S:^U ; R* f±^K^ 
«?3E b < Ji^^^^^lK 1 7iS 3 ® 

*mrzmsL7)\'*jm*zFt. 
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f;«^T, f#K#£b<l±R l Idyt^UaSft^U ; R* 
Ji?K^iS?S/cli^^;kS«:^b ; R' tisK&Ig?. 7 
■fe^Wa6*^fcf«cmpS/*^K=4«4a%b ; R 4 
^;kS*/clit -y^US5:^b ; R' . li^ZK? *^ 
40 {i^^Sfe^-r. 
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[0 0 2 4] He = ^^k Et = ^M iBu 

=-f V/f;k tBu = + Pn=^> 
?-M Ac=7-t.^k Byr =zf&VM Bz=^V % / 
EtC =X.Y^--y^!JV^—JW 4: 3*1". 

[0 0 2 5] *%Bj©B?ia-^; ( i ) %*rr*<fb£« 

6, 8. io ©fb£4*n**u, 3en»*Ktt j, 20 
4. 10 ©<fb£4fc-0*»J» Wfc*f*L.<tt 1 ©fb 

[0 0 2 6] #fW3©«[K--*fc* ( I ) **1-*<fb£ft 
W3Mn©fb£*rC*y." 0M.«WHW6 0-5 118 9 
*B»HW& 4, 5 7 2, 9 1 2 3 

-d^torw 0139421 ^&m~tman-c 

[0 0 2 7] *^bjomih-)!9:^ ( I ) fc*1-S"fb£» 

S*u5. 30 
[0 0 2 8] ##§BJ©ffiia-« ( I ) ^^i-s-fb^j 

[0029] TNFm£.*m}-rz>ftm&#.(D-£m~£ 

fiP"^>. Daniel-Issakanit, 
(J.Biol.Chem., 264#, 20240-20247K (1989 

^)) fcmbTt hmzzma&u 937 £3Hbisi^£ 

-tf. LPS (Lipopolysaccharide) (LPS^tS^ 

jsi-s 0 LPswmmmmT'(Dm^frbLPsm!& 40 

[0 0 3 0] fcfc, TNFjcSSFSJl5«:«BW-*-*ffffl»i« 

©ascictuiiwrr*. sp*>. th?ui>gj*MCF-7«ii 

(HIV) ©yD*— ^— «WT***HI V-LTR 
(long— terminal repeat) <D"FiSftt- 
yk>7i7— tfate^SrtfcfcUfcSHa***- (H I V 
— LTR— 1 uc i ferase) 4: T N F 1) — 50 



jS<g-?£L"C3ftAU (D.Wei ssmann et al., Proc.Natl. 
Acad.Sci. USA, 90#, 2537-2541M (1993^) ) „ T 
NF (kb'j3>et>hTNFa) ISttlOlCfcSHI V 

[00 3 1] fcfc^ saK©»UWbffffltt»©35Sc^ J: 

x&s i: isxm* i-nmt s &©; m^mmsma.^ 

SS#fc?©Jitg2:1~'5 (Flores EA. et al . , J.Clin. In 
vest. 83#, 1614-1622 K(1989 ) . -?"CT% MA 

tTNF%S#f5TNFS^fIPl:4Ml 

«M±TNF»#i»fii»»r«pa^u -jejBW««»K 

^fiBlWHiaitrSlvT. tt*¥«%»irt"S-i:fc«fc 

[0 0 3 2] 

■eoaraLhw** JBttit$8. wkjmhbr 

«K, #3@£itt9C. *£2cf4#^±?£ (aids) i:J:5 
[0 0 3 3] ^BiJjOSWBHRSd) 4rW1--5rt:^3£ 

ntt£**tf*c cn&©««S0WI*. # 

' »K«6oT^3Rjrw^iij, m$m, mm. mm. m 

4rfflwt8i&Hb1"-5C *©ttffiaii»£tt. , 

f l3V$At:^l/T 1 B 50mgH5000mg% 

«#1-a di:*<-c&s. 
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t h JmRftM&U 9 3 7 (D4MbR#l±D a n i e 1 - I 
s s akan i h<D)j^k (J. Biol. Chem., 264#. 2 
0240-20247H (1989^) ) {r^L>TJy.T««fc "5 f-ffo 
fc. SP*>. h JH&MU&U 9 3 7 % 3 0 n g/m 1 CD 
TPA*»iOL.fcJ8**'t». 7 2«rWWaiU iWfctt* 
&ir, «HHK±WS:»38sU. LPS (Lipopoly 
saccharide) 1 0 n g/m 1 £^t, i ig#$£?&&nL<7c 
rLPSAy&IU&J . LPS&$lgl#ffl 

fifcli-MS-fb^**^ 1 . ©ftfiftftlO-'M (4. 4 
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[0 0 3 5] L P SA9#HBlHlfiT-a)££ft*& L P S 

io t. -its®} i . Ma«afla-e«)jg^»*^LPs»«aa*ffl 

[0 0 3 6] «f*t»2Ha%i-. 

[0 0 3 7] 
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3 3 3 ±2 9' 



0 
4 3 



±fE3?4U *lip<0. 0 1 (t-«S. »LPS*H 

*2*»fclJB*»<0$O<, «a%fk£tt##l. ©fls£ttf*L 
P.SMfciSTNFaCD^fe^fcffiTS-ttfc. BP 

*>, ^-fb-^3##i. ©fl:*«Hi«aai©j«H««o 
thfcofc#A&ih/tvv8TNFa©j^*i(WHL.fc. 

^fifcflril 2 . TNF««lglEfr«HM-<-&fEBl 
TNFjfo^^£WJi"-5fifM8l±D. We i s sman 
b<D~jjl$. (D.Heissmann et al., Proc. Natl .Acad. Sc1 . 30 
USA . 90#, 2537-2541H (1993*f0 ) 4e^U/c^?5fe 

i [0 0 3 8] IP*., h?USf*MCF-7*fflfl& (2. 5 
xio'i) 0 %^J§&JMt (FCS) « 

«tm OOU/m 1 C^ri/iJ V*J 1 OO/i g/m 
l©^M/.^hv-fS/i^4*ORPMI 1 6 40igi& 
(JJAT. I"l 0%FCS/RPMI 1 640J iH>5) 
fcJWitS-t*-, 2 4wel lV-fi'P^WU-h 

±iZ 1 we 1 1 SfciJ 2. 5x1 0' flQiniBIIftl&S 
«k-5K±fi0. 5ml dTj&bnU -IWfc|**-f >4f a. 40 

^-^-«rT3 7'CT-2BK^b/c. dtlfe 
1 0%FC St**4^RPMI 1 6 4'0J8J6-e2@jft 

»U Jfc^T?. thftSE^^^i'^ (HIV) CD^U 
«WTC*-5H IV-LTR (long-ter 

minal repeat) <DTWUZ.JW7x.7- tfifi 

^feSSib^I^i'f- (HIV-LTR-luc 
if erase) 4 1we 1 IS/cUO. 75/ig, D 

EAE-T^I>7>tlwe 1 1 Sfc'J 8 0 a gfe± 

fiO. 2ml(!D10%FCS^i/j:uRPMI 164 



tJ-C3WHH«*L.fc. ifc^T*. 1 0%FCS/RPMI 

1 640*lwel lSfeUO. SmljKbPU' 3EI-3 
O^iaHJWL-fcflL JSJ6%±-c»*L.fc. '*v»t?. 10 
%FCS/RPMI 1640ilwe 1 ISfcP. 5 

m l^inu =.mtmm^ >*^-*-t-T 3 7-c-e 

2 4«NBWFll6fe. ftV>-C\ TNF (thij3>et> 
hTNFa iGenzymeifSS) 3 0 Un 
i t s/m 1 jr&-5«fc?Kl 0%FCS/RPMI 16 
4 ml/we 11). HK-IWb 

0ij^b^i#-§- 1 . <D-it&mi±mmm& o . ug/m 

1, 0. 3 At g/m 1, l/tg/ml, 3Atg/mlfc 
itflO/ig/mlCiSJ:^:, TNF^i«li:RlSFlr 
SslflL/c (iilml/we 11). ig#ti&7&, TN 
FjgsinKi-SH I V - L T R© h 7 >^*x> h 

^717-^-7^^^^ > (K 

*H*tel±t-4to£fc.fcU*?v\ P<0. 0 5fcW&£ 
[0 0 3 9] T N F£&£^Mftffl0>tt%£* 3 KiK 
[0 0 4 0] m*. JW>7x.7— tf?SSttlCj:*a«W* 

(%) fct*5«*»f>ntmu^. 
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30. 


9 




3 


2 3. 


0±2. 


1 ' 


4 0. 


3 


1 


0 


1 4.' 


5± 1. 


7" 


6 6. 
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±fa*?4U * t*P<0. 0 5 (#TNFfll3I*|-{lffi9 
**(ip<0. 0 1 (MT N F$B.WttMf&) 

[0043] f? 3 frbWfrma < , 1 . 

m^rttzjv^y^7— t*?gf4 (tnf U/K-^-jtte? 
oasis*) *fli«s#«it«niaL/fc.- bp*, »ft£- 

*U b T N F izm- Zl&g&Jfc £ ffl*&#ffc KMHW 
U/c. ±BTNF^fiJE6«:'5 0%«iiBri-*aWEIi4. 
7/ig/m l (10. 7^M) T'*o/:. 

[0 0 4 4] gjfcfltia. Egtfn araK»aniw±ryar»iHg 
fflu ^®E^pj^-£«&^Ki&^7tTNFa 

<b 1 g/BSIH/k g<Di?KST'2 4«NHH«*i£\Ufc. 
*&, jEHBWRW (JWT. riE*»»B»J fc^) Ktt' 40 

[0 0 4 5] JEK. TNF»^WIi««IS{b^*flW- 



1. (DlbS® 100mg/2ml%0. 5 
->P< ^Hr^D— ^ (CMC) fciffiSU TNFa&A 
BK&B&t:: 1 OOmg/k g©*fettP8!#Ufc (J81 

T N F$L$.(DHmffl~te.mm.<D 0 . 5 ^ 
)Vt)VU-* (CMC) Ufc (JSIT, l"TN 

Fa#«J(H»J ilV^-5) . TNFagEAHBS«f*»e.2 4 

fiBR^S) ^&K*aeRtlMIIUIt§|v^««:II«¥« 

(Nitrogen Balance) il l/7c„ 
[0046] ffl^fflJ4¥*^± WW»ST-a« Lfc. 

[0 0 4 7] jgm%^4{r^:-r o 

[0 0 4 8] TNFie^j^Pi:»-fb^ 

U, p<0. 0 5t*tt?Kl/fc. 
[0 0 4 9] 
[*4] 



(mg/100g#:B) 



(mg/100g#:fi) 



TNF&JfMMffi- 



5 
5 
5 



86.5±3.0 
78.6±3.9 
65.3±4.3* 



59.0±14.7" 
-35.8 + 10.2 
17. 0± 9.6" 



13 



0 5 (#TNFi£-£*fM«f) , 
0 1 (#TNFft#*r«Hff) 



• li p<0. 
" (t P<0. 

[0050] $k4frb Wfr<DW< . #E*fb#$J#4 1 . 

Klc3fc«U fi8WJWtT-»iEU/cTNF«!#Jc«fcUAt 

htvz\^z> TN Fg^i: J: u ^b/cgfiSCcQ^-fb 
«a*fl:£4S*» 1 . 0Hb£$l 



( 8 ) f^gg^F 7-285864 

14 

[0051] ummi. ftwwfr 

08) 3E4:fl!uvfc. l. CD-fb 

3 0 0mg/kgMP^lt 5 BIBHR 

[0 0 5 2] mmi^ «*««B«fb**»f 2. 3, 

4. io o-fb^30^.tt«tti*gpJ2#-ev^-rtit, 

3 0 Omg/k g.J3U:-l?&o7c. 
[0 0 5 3] 



10 



1 0 0 
1 6 8. 
7 0 



m g 
m g 
m g 



1 . 7 mg 



± * 

[0 0 5 4] 

TNF©j&Sfi(6ft»fa-r*ii:. *Jitf 



3 4 0.0 m g 

( i ) %#-r*-ffc^ft*fctt-f ©JBSi^^Jh* 



(51)Int.Cl. * 



C07D417/12 
//(C07D417/12 
311:58 
277:34 ) 



naie-9 /rrt£s§4 

ADZ 
AEA 
AEG 
311 



F I 



JtRttajllEftflr 1TB 2#5 84 

(72)|gnj# *pfi p 

3t£?85.H.JIII&£litr 1TS2S5 84 

<72)SBflH# 

j»!f ! |8#r|fJSi&7 1 7 H#«u$£?*±P*3 

SQKiMWilEJEflriT@2#5 8-3 h# 



(72 jaw* jst& m- 

m^^fnJUEjABIIl T§ 2#5 84 =# 

m^ai5 ( aiiiiHJ!£iiiriTa2#5 84 h# 



